dimension (LVEDd), LV end-systolic dimension (LVESd) and LV fractional shortening (FS, FS(%)=(LVEDd-LVESd)/LVEDd×100%) were measured from the short axis of the LV at the level of the papillary muscles. Measurements were obtained from three beats and averaged.
Histological analysis and immunofluorescence staining
Hearts were harvested, arrested in diastole with 10% potassium chloride solution, fixed with 10% formalin, dehydrated and embedded in paraffin. Next, the hearts were transversely sectioned at 5-μm intervals. Sections at the mid-papillary muscle level were stained with hematoxylin and eosin (H&E) and picrosirius red (PSR) to calculate the cardiomyocyte cross-sectional area (CSA) and collagen deposition volume, respectively. Fluorescein isothiocyanate-conjugated wheat germ agglutinin (WGA, Invitrogen) was also used to visualize the size of the cardiomyocytes. The immunofluorescence analysis was performed using the standard immunocytochemical techniques. Cardiomyocyte CSA, interstitial collagen deposition and perivascular collagen deposition were measured using the ImagePro Plus 6.0 software.
Quantitative real-time PCR and Western blotting
Total mRNA was extracted from primary cardiac cells and ventricles with TRIzol reagent (Invitrogen). The cDNA templates were synthesized using the Transcriptor First Strand cDNA Synthesis Kit (Roche). Quantitative real-time PCR was performed using SYBR Green (Roche) to determine the expression levels of the genes of interest, and the results were normalized to GAPDH expression. Cardiac ventricles and cultured cardiac myocytes were lysed in RIPA lysis buffer, and the protein concentration was determined with the BCA Protein Assay Kit. 50 μg of protein were loaded and separated on SDS-PAGE gels (Invitrogen); gels were then transferred to polyvinylidene fluoride membranes (Millipore) that were subsequently blocked and incubated with primary antibodies. Membranes were washed twice or three times and then incubated with a secondary antibody for one hour at room temperature. Finally, enhanced chemiluminescence-treated membranes were visualized using a Bio-Rad ChemiDoc TM XRS + (Bio-Rad). The results were normalized to the GAPDH signal.
Cardiomyocyte culture and infection with recombinant adenoviral vectors
Primary neonatal rat cardiomyocytes (NRCMs) were prepared from the ventricles of one-to two-day-old Sprague-Dawley rats. First, neonatal hearts were excised from the thoracic cavities, and the ventricles tissue was finely minced and digested in a phosphate-buffered saline (PBS) solution containing 0.03% trypsin and 0.04% collagenase type II. After removing fibroblasts using a differential attachment technique, NRCMs were planted in sixwell plates and cultivated in DMEM/F12 containing 20% FCS, bromodeoxyuridine (0.1 mM, to inhibit fibroblast proliferation), and penicillin/streptomycin. Neonatal rat hearts were digested as described above for cardiomyocytes. The adherent fibroblast fractions obtained during pre-plating were grown in DMEM containing 10% FCS until they reached confluence and were then passaged. Cells in the first three passages were used in subsequent experiments.
The prepared cells were incubated with serum-free medium overnight, followed by medium containing 1 μM Ang II for 24 or 48 h. Table S1 . The primers used to genotype the Cardiac-specific RGS6 knockout mice.
Primer name Sequence 5'---3'

RGS6-P1 CCATGAGCAGAGGGAGTCAT
RGS6-P2 GTGTGAAGAGGGTCCCAGAG
RGS6-P3 CAGGGTCACCTAAGACCATCA
RGS6-P4 TAGCGTTTGGATGACCAACA
RGS6-P5 AGCTTGGCGTAATCATGGTC
RGS6-P6 CAATACGCAAACCGCCTCTC
RGS6-P1+ RGS6-P2 to detect the deletion product
RGS6-P3+ RGS6-P4 to detect the circle product
RGS6-P5+ RGS6-P6 to avoid random integration
RGS6-P1+ RGS6-P3 to detect the existence of left Loxp site：
The wild-type (WT) allele yields an amplicon of 222 bp, whereas the floxed allele yields an amplicon of 274 bp. Table S2 . PCR primers. Heart rates were recorded continuously by cardiac echo in RGS6-floxed (n=4) and RGS6-CKO mice (n=5) at rest and following CCh (0.1 mg/kg i.p.). p>0.05 vs RGS6-CKO mice.
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